SEP 20 2006 09:14 FR CISTI ICIST 



613 998 5281 TO 15084782530 



P. 03 



BEST AVAILABLE COPY 



ress Commu nica tion 

M BBaB8HWBB8 



761 



A Three-Day Octreotide-Containing Helicobacter pylori 
Eradication Therapy for Cure of Peptic Ulcers 



o 

crq' I 
S 

6J 

3 I 



1 Spiros D. Ladas 
2 HeIen Malamou-Lada 
Georgios Economou 
'Pericles S. Tassios 
'Sotirios A. Raptls 

Gastroenterology Unit - Second 
Department of Internal Medicine, 
Evangelismos Hospital, Athens 
University, Athens 
Microbiology Department, Penteli 
Children's Hospital, P Penteli, Greece 



Corresponding Author: 

Associate Professor SpirosD. Ladas MD 

Gastroenterology Unit 

2d Department of Internal Medicine 

Athens University 

37 Atopekis Street 

106 76 Athens 

Greece 

Fax:+301.721Q213 
E-mail: sdladas@hol.gr 



KEY WORDS: Helicobacter pylori, Octreotide. Duodenal ulcer,. Gastric 
ulcer, Gastric pH, Quadruple therapy 



ABSTRACT 

BACKGROUND/AIMS: Octreotide is used to arrest peptic ulcer hemorrhage. Since it has anti-secretory properties, 
it could also be used in Helicobacter pylori eradication therapy, to cure peptic ulcer before discharging patients 
from hospital. The aim of this pilot study was to determine safety and efficacy of an ultra short quadruple 
octreotide containing H. pylori eradication therapy in patients with peptic ulcer. 

METHODOLOGY: Twenty-six consecutive symptomatic H. py/ori-positive patients with duodenal (n=20) or gastric 
ulcer (n=6), were treated with a three-day course of octreotide 0.3 mg/day subcutaneously, amoxicillin plus 
metronidazole 2 g/day orally and colloid bismuth subcitrate 480 mg/day. CLO-test, culture and crush tissue 
smears were performed on admission to the study, at 4 and 8 weeks post treatment. The effect of octreotide on 
intragastric pH (n= 10) was also investigated. 

RESULTS: Octreotide significantly increased the mean 24-hour intragastric pH > 3 over 68.9% of the time (37.1%- 
99.5%). There were no treatment side effects. Ulcer pain was abolished at between 2-12 days. By intention-to- 
treat 24/26(92.3%, 95% CI 82%-100%) ulcers had healed at 4 weeks. H pylori eradication rate at 8 weeks was 
88.5% (23/26) (95% CI 76%-100%). 

CONCLUSIONS: Our ultra-short octreotide containing quadruple therapy is a safe and effective regime in eradicating 
H. pylori and healing peptic ulcers. It may be a suitable therapy for hospitalized patients with peptic ulcer 
hemorrhage. 



INTRODUCTION 

Somatostatin and octreotide(SMS 201-995) have been 
used in several trials to arrest peptic ulcer hemorrhage 
(1-3), with promising results. However, before discharging 
the patient from the hospital, cure of the peptic ulcer 
by Helicobacter pylori eradication therapy is desirable. 
Currently, effective anti-i?. pylori treatment regimens 
include the classic (bismuth, metronidazole, tetracycline) 
and the newer (proton pump inhibitors (PPI) or H 2 - 

blocker, amoxicillin, clarithromycin) triple therapies 
and quadruple (newer therapy plus Bismuth) therapy 
(4-7). These treatment schedules are given orally over 
a seven to 14-day period (5,6). In patients hospitalized 



for peptic ulcer hemorrhage and treated with octreotide, 
which has anti-secretory properties, the use of an 
ultra-short course of H. pylori eradication therapy may 
allow medication to be completed before the patients' 
discharge. 

Therefore, the purpose of our study was to evaluate 
the safety, efficacy and tolerance of an ultra-short 
quadruple H pylori eradication and peptic ulcer healing 
therapeutic regime, which includes octreotide. Because 
the effects of this therapy are not known, it has been 
decided to perform a pilot study in symptomatic patients 
with uncomplicated peptic ulcers. 
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METHODOLOGY 

Patients . MQ 

Twenty-six consecutive H. pylori-positive patients (18 
males, 8 females, 51±9 years old) with symptomatic 
duodenal (n=20) or gastric (n=6) ulcer (>5 mm) were 
invited to participate. They gave written consent to 
this prospective open study, after fall explanation by 
the investigator. They had a history of peptic ulcer for 
a mean of 7.5 ±4.7 years, with one to three clinical 
recurrences per year. No patient had previous gastric ■ 
surgery and had not taken non steroidal anti-inflammatory 
drugs, antibiotics or bismuth compounds for at least 
two months before the study. Women of child bearing 
age were excluded. The study protocol was approved 
by the Ethical Committee on Human Studies of the 
Department of Internal Medicine, Medical School of 
the Athens University according to the declaration of 
Helsinki. 

Study Design 

Upon entry to the study each patient had upper 
gastrointestinal endoscopy. All 26 patients were treated 
in hospital They received a three-day course of octreotide 
(0.1 mg three times daily, subcutaneously), amoxicillin 
plus metronidazole (500 mg four times daily, orally) 
and colloid bismuth subcitrate (CBS) (240 mg twice 
daily). They were discharged on the morning of the 
4th day and continued CBS treatment for four days. 
Daily symptoms were recorded on a symptom chart 
for ten days. Endoscopy was repeated at four and eight 
weeks post-treatment or earlier if symptoms recurred. 

Detection of Helicobacter pylori 

H. pylori infection was assessed by five antral biopsies 
used for culture (n=2), rapid urease test (CLO-test, 
Delta West Ltd, Bentley, W. Australia) (n= 1) and crush 
biopsy smears (n=2) (8). The presence of serum 
antibodies (IgG) against H. pylori virulence factor 
CagA was also investigated by a commercially available 
H. pylori IgG Western blot (Autoimmun Diagnostika 
GmbH, Strasbourg, Germany). H. pylori infection was 
defined as a positive culture or a combination of both 
positive CLO-test and tissue smears. H. pylori eradication 
was evident by negative results of all three laboratory 
methods used at eight weeks post-treatment. 

24-hour Gastric pH studies 

The effect of octreotide treatment on 24-hour intragastric 

pH was measured in ten duodenal ulcer patients on 

the third day of octreotide treatment. Gastric pH 
monitoring was performed by placing the tip of a 
monocrystalant antimony catheter 10 cm below the 



lower esophageal sphincter. The electrode was connected 
to a portable pH recording device (Digitrapper III, 
Synectics Medical AB, Stockholm, Sweden). The recorded 
data was uploaded into the "EsopHogram Analysis 
Software" for analysis and review of the recording. 
Mean intragastric pH and percent time of gastric pH 
above 3 were calculated (9). 

Statistical Analysis 

Results are presented as meaniSD, median with ranges 
or percentages as appropriate. Clinical results were 
evaluated by chi-square test and proportions with both 
the "per protocol" and the "intention to treat" analysis. 
The former considers only the patients conducting the 
study and the latter includes all patients abandoning 
the study as treatment failures. The 95% confidence 
interval was also calculated (10). 



RESULTS 

Clinical and H. pylori Eradication Data 

All patients had H. pylori colonization of the gastric 
mucosa on admission to the study. In addition, serum 
antibodies to CagA were detected in 20/26 (76.9%) 
patients (11). Compliance with therapy was excellent 
(26/26). No patient reported treatment side effects. 
They became asymptomatic at a mean of 5±3 days 
(range 2-12). In two patients ulcer pain recurred at 
four weeks. Endoscopy revealed that in both patients 
the duodenal ulcer had been reduced in size, but 
remained unhealed. They were still H. pytori-positive 
and withdrew from the study. Therefore, at four weeks 
in 24/26 patients the ulcer was healed and remained 
healed (24/26) at eight weeks (intention-to-treat: 92.3%, 
95% CI 82%-100%). By an intention-to-treat analysis 
H. pylori eradication rate was 88.5% (95% CI 76%- 
100%) at eight weeks. 

24-hour Gastric pH Studies 

Mean 24-hour intragastric pH was 3.4±1.2 (3.2, 1.3- 
4 9, median with ranges). Gastric pH remained above 
3 over 68.9±21.8 (68.6, 37.1-99.5, median with ranges) 
percent of the time. In five of the ten patients 24-hour 
intragastric pH was also studied at 4-8 weeks post- 
treatment. There were two technical failures of recording. 
The three successful pairs of recording were 49.2 vs 
10.2, 55.7 vs 34.2, 67.7 vs 24.8 percent of time for 
gastric pH >3 for octreotide vs post-treatment period, 
respectively. All three post-treatment values were well 
outside the range of the values recorded during octreotide 
treatment periods. 
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Course 
Duration 

3 days 1 

2 days' 

3 days 3 



No of 
patients 

25 
46 
26 



Ulcer Healed 
at 4-8 Weeks 



44 (95.7%) 
24 (92.3%) 



B-S Sheuetal(12) 
N.S. Kungetai{13) 
S.D.Ladas et al* 
• Present study. 

' Omeprazole 80 mg/d + metronidazole 1.5 g/d + erythromycin 1.5 g/d (all given intravenously). 

1 Bismuth subcitrate 960 mg/d + tetracycline 2 g/d + metronidazole 1.6 g/d (Omeprazole 40 mg/d was given for a total of 7 days). 
1 Octreotide 0.3 mg/d + amoxicillin 2 g/d + metronidazole 2 g/d + CBS 480 mg/d.(CBS was given for a total 7 days. 



H.p. Eradication 
at 4-8 Weeks 

16 (64%) 
35 (76.1%) 
23 (88.5%) 



DISCUSSION 

Somatostatin and octreotide have been used in several 
trials and they have been effective in arresting peptic 
ulcer bleeding (1-3). In patients hospitalized for peptic 
ulcer hemorrhage that were treated with octreotide, 
a short course with antibiotics may be an effective 
therapy in eradicating if. pylori and cure the ulcer. 
This therapeutic approach has not been evaluated to 
date. We have therefore conducted this open prospective 
pilot study to evaluate safety and efficacy of an ultra- 
short octreotide-containing if. pylori eradication therapy. 

The results of our study show that a three-day octreotide- 
containing quadruple if. pylori eradication therapy is 
effective to cure peptic ulcers. Two abstracts have 
recently been published using ultra-short (2-3 days) 
regimens in patients with non-actively bleeding duodenal 
ulcers. In the first study (12) if #y/on-positive patients 
with bleeding duodenal ulcers were treated by a three- 
day course of omeprazole plus two antibiotics, all giveii 
intravenously. The eradication rate at two months was 
64%. In the second study (13) non-actively bleeding 
duodenal ulcer patients were treated with an oral two- 
day course of quadruple therapy. Per protocol ulcer 
healing was 96% and H. pylori eradication was 76% at 
five weeks (Table 1). In our study, ulcer healing rates 
were similar to those of Kung et al (13) (x2=0.004, 
DF=1, p=0.95) and if pylori eradication rate was not 
significantly different (x2=4.2, DF=2, p=0.12) as 
compared with those of Sheu et al (12) and Kung et al 
(13) (Table 1). 

Octreotide is known to have anti-secretory properties. 
It reduces gastric acid secretion by blocking the 
somatostatin receptors of parietal cells. This inhibitory 



effect on gastric secretions probably leads to a higher 
concentration of antibiotics and bismuth in the gastric 
mucosa and may increase the bactericidal potential of 
the antibiotics, which are more stable in a high pH 
environment. In most of our patients studied, the 24- 
hour intragastric pH was above 3 over 69% of time (17 
hours/day). This increase of gastric pH has a favorable 
effect on ulcer healing (9). 

There were problems with patient compliance due to 
the complex dose schedule and potential side effects 
of the seven or 14-day anti-if. pylori triple or quadruple 
eradication therapies. In one study eradication rate 
dropped from 96 to 69% for patients who took less than 
60% of the regimen (14). To improve compliance, various 
modifications have been tested, such as the seven-day 
low-dose triple therapy, which has a 93.8% eradication 
rate at four weeks (15). Other modifications include 
the one-week low-dose anti-if pylori therapy, which 
includes a PPI in combination with two antibiotics 
(16) and the four-day course of lansoprazole quadruple 
therapy (17). In our study compliance with therapy 
was excellent since the drugs were dispensed by nurses. 

The results of the present open study have shown that 
an ultra-short (three-day) octreotide-containing if. 
pylori eradication quadruple therapy is safe. It is also 
highly effective to control ulcer pain, to eradicate if 
pylori infection and heal peptic ulcers within four 
weeks. Since our regimen includes subcutaneous 
injections of octreotide, it is suitable for hospitalized 
patients because of peptic ulcer hemorrhage allowing 
medication to be completed before discharge. 



! 

SEP-20-2006 09:32 



613 998 5281 



P. 05 



SEP 20 2006 09:18 FR C1STI ICIST 613 998 5281 TO 15084782530 

RPST AVAILABLE COPY 

764 Hepato-GastroenterolQQV 45 (1998) 



P. 06 



S.D. Ladas, H. Malamou-Lada, G. Economou et al. 



REFERENCES 

1 Antonioli A, Gandolfo M, Rigo PG, Porro GB, Cheh R, 
Brancato F, et al. Somatostatin and simetidine in the control of 
acute upper gastrointestinal bleeding, A controlled multicentre 
study. Hepatogastroenterol 1986; 33:71-74. 

2 Lin H-J, Peng C-L, Wang K, Lee C-H, Lee SD. Octreotide for 
arrest of peptic ulcer hemorrhage - A prospective, randomized 
controlled trial. Hepatogastroenterol 1995; 42:856-860. 

3 Jenkins SA, Taylor BA, Nott DM, EUenbogen S, Haggie J, 
Shields R. Management of massive upper gastrointestinal hemorrhage 
from multiple sites of peptic ulceration with somatostatin and 
octreotide - A report of five cases. Gut 1992; 33:404-407. 

4 National Institute of Health Consensus Conference Helicobacter 
pylori in peptic ulcer disease. JAMA 1994; 272:65-69. 

5 Unge P. Review of Helicobacter pylon eradication regimens. Scand 
J Gastroenterol 1996;31(Suppl 2L5):74-81, 

6 Tursi A, Cammarota G, Papa A, Montalto M, Veneto G, 
Capelli G, et al. One-week low-dose triple therapy vs. two-week 
medium-dose double therapy far H pylori infection. Hepatogastroenterol 
1996; 43:859-862. 

7 Berstad A, Hatlebakk JG, Wilhelmsen I, Berstad K, Bang 
CH J, Nysaeter G, et aL Follow-up on 242 patients with peptic 
ulcer disease one year after eradication of Helicobacter pylori 
infection. Hepatogastroenterol 1995; 42:655-659. 

8 Ladas SD, Katsogridakis J, Malamou H, Giannopoulou H, 
Kesse-Elia M, Raptis SA. Helicobacter pylori may induce bile 
reflux: link between and bile induced injury to gastric epithelium. 
Gut 1996;38:15-8. 

9 Burget DW, Chiverton SG, Hunt RH. Is there an optimal 



degree of acid suppression for healing of duodenal ulcers? A model 
of the relationship between ulcer healing and acid suppression. 
Gastroenterology 1990; 99:345-51. , 

10 Armitage P, Berry G. Statistical methods in medical research. 
2nd Ed, Blackwell, London, 1987, pp 713-22. 

11 Cover TL, Grupczynski Y, Lage AP, Burette A, Tummuru MKR, 
Perez-Perez GI, et aL Serologic detection of infection with CagA+ 
Helicobacter pylori strains. J Clin Microbiol 1995; 33:1496-500. 

12 Sheu B-S, Yang H-B, Su I-J, Lin X-Z. A three-day course of 
intravenous omeprazole plus antibiotics for H priori-positive 
bleeding duodenal ulcer. Gut 1996; 39 (Suppl) ;A32. 

13 Kung NS, Sung JJY, Ng PW, Yuen WF, Chung E, Lim BR 
Two-day versus one-week anti-Helicobacter therapy in controlled 
bleeding ulcers: A prospective randomized trial. Gut 1996; 39 
(Suppl): A32. 

14 Graham DY, Lew GM, Malaty HM, Evans DG, Evans Jr DJ, 
Klein PD ? et al. Factors influencing the eradication of Helicobacter 
pylori with triple therapy. Gastroenterology 1992; 102:493-6. 

15 Bazzoli F, Zagari KM, Fossi S, Pozzato P, Alampi G, Simoni 
P, et al. Short-term low-dose triple therapy for the eradication of 
Helicobacter pylori. Eur J Gastroenterol 1994; 6:773-7. 

16 Misiewicz JJ, Harris AW, Bardhan KD, Levi S. One week 
low-dose H pylori eradication therapy heals 90% of duodenal ulcers. 
Gut 1996; 39 (Suppl): A34. 

17 de Boer WA, VanEtten RJX, Schade RWB, Ouwehand ME, 
Schneeberger PM, Tytgat GNJ. 4-day Lansoprazole quadruple 
therapy: A highly effective cure for Helicobacter pylori infection. 
Am J Gastroenterol 1996; 91:1778-82. 



SEP-20-2006 09:33 



613 998 5281 



** TOTAL PAGE. 06 * 

P. 06 



